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CLAIMS 



thereo 



the formula 



ATG GGC 
CTC CTG 
GGA CTG 
GTG TGT 
ATT TGC 
GAC TGT 
GAG AGC 
TGC CTC 
GAG ATC 
TGC AGG 
TTC CAG 
CAC CTC 
CAT GCA 
AGT AAi 
CCC C 
ACA G 
TTA Ti 
TGG A AG 
CCT GAA 
CTG GCC 
CCC ACC 
TCC Al 
GCT C 
CCC A 
CCC CTT 
CTA GAC 
AAC GTG 
GGG CTG 
GGG CGC 
TGG AGG 
CTG GGA 
GAG GAC 
CCC GCG 



DNA coding for a TNF receptor protein or a fragment 
wherein said DNA coding said TNF receptor protein has 



CAG 
AAT 

CAG GAG N 




ACC GTG CCT GAC CTG 
TTG GTG GGA ATA TAC 
CAC CTA GGG GAC AGG 
GGA AAA TAT ATC CAC 
AAG TGC CAC AAA GGA 
CCG GGG CAG GAT ACG 
ACC GCT TCA GAA 
AAA TGC CGA AAG 
ACA GTG GAC CGG 
C CGG CAT TAT 
AGC CTC TGC 




CAG AAC 
GAA AAC 
GAG TGC 
GGC ACT 
TTC 
ATG 
ATT GTT 
GAA GGA 



CGC/AGA 
GCG 
CAG AAG 
ACT GAT 
CCC CCG 
AGC GAC 
TGC CTG 
CGG CGC 
CGC GTG 
ATC GAG 
CCC AGT 



TTT CTA 
AAA AGC 
AAT GTT AA 
CCC CTG GTC 
TTC ATT GGT 
CTC TAC TCC 
GGG GAG CTT 

AGC TTC AGT\CCC 
AGT CCC GTG 
TAT ACC CCC GGT 
GAG GTG GCA CCA C 
ACA GCC CTC GCC TC 
TGG GAG GAC AGC 
GAC CCC GCG ACG CTG 
TTG CGC TGG AAG GAA 
CAC GAG ATC GAT CGG 
CGC GAG GCG CAA TAC 
ACG CCG CGG CGC\GAG 
CTC CGC GAC ATG GAC 
GAG GCG CTT TGC GGC 
CTT CTC AGA TGA 



CTG CTG 
CCC TCA 
GAG AAG 
CCT CAA 
ACC TAC 
GAC TGC 
AAC CAC 
GAA ATG 
GAC ACC 
TGG AGT 
CTC AAT 
ACC GTG 
GAG TGT 
ACG AAG 
GAG GAC 
TTT GGT 
TAT CGC 
TGT GGG 
ACT ACT 
ACT CCA 
AGT TCC 
TGT CCC 
TAT CAG 
GAC CCC 
t CAC AAG 
TAC GCC 
CTC GTG 
c\g GAG 
AGS ATG 
GCCXACG 



CTG 
CCC 



'TG 

ice 



CCA CTG GTG 
GGG GTT ATT 
AGA GAT AGT 
AAT AAT TCG 
TTG TAC AAT 
AGG GAG TGT 
CTC AGA CAC 
GGT CAG GTG 
GTG TGT GGC 
GAA AAC CTT 
GGG ACC GTG 
TGC ACC TGC 
GTC TCC TGT 
TTG TGC CTA 
TCA GGC ACC 
CTT TGC CTT 
TAC CAA CGG 
AAA TCG ACA 
ACT AAG CCC 
GGC TTC ACC 
ACC TTC ACC 
AAC TTT GCG 
GGG GCT GAC 
ATC CCC AAC 
CCA CAG AGC 
GTG GTG GAG 
CGG CGC CTA 
CTG CAG AAC 
CTG GCG ACC 
CTG GAG CTG 
GGC TGC CTG 
GCC CTC CCG 



or a fragment or a degenerate variant thereofs. 



hav 



45 




DNA coding for a secretable TNF-binding protein, 
he\f ormul a 



# 
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10 



15 



R 2 GAT 
AAT AAT 
TTG TAC 
AGG GAG 
CTC AGA 
GGT CAG 
GTG TGT 
AAC 
ACC 
ACC 
GTCvTCC 
TTG TGC 

wherein R 2 rs optionally absent or represents DNA coding for a 
polypeptide wn^ch can be cleaved in vivo ; or a degenerate 
variant thereof. 



AGT 


GTG 


TGT 


CCC 


CAA 


GGA AAA 


TAT 


ATC 


CAC 


CCT 


CAA 


TCG 


ATT 


TGC 


TGT 


ACC 


AAG 


TGC 


CAC 


AAA 


GGA 


ACC 


TAC 


AAT 


GAC 


TGT 


CCA 


GGC 


CCG 


GGG 


CAG 


GAT 


ACG 


GAC 


TGC 


TGT 


GAG 


AGC 


GGC 


TCC 


TTC 


ACC 


GCT 


TCA 


GAA 


AAC 


CAC 


CAC 


TGC 


CTC 


AGC 


TGC 


TCC 


AAA 


TGC 


CGA 


AAG 


GAA 


ATG 


GTG 


GAG 


ATC 


TCT 


TCT 


TGC 


ACA 


GTG 


GAC 


CGG 


GAC 


ACC 


GGC 


TGC 


AGG 


AAG 


AAC 


CAG 


TAC 


CGG 


CAT 


TAT 


TGG 


AGT 


CTT 


TTC 


CAG 


TGC 


TTC 


AAT 


TGC 


AGC 


CTC 


TGC 


CTC 


AAT 


GTG 


CAC 


CTC 


TCC 


TGC 


CAG 


GAG 


AAA 


CAG 


AAC 


ACC 


GTG 


TGC 


CAT 


GCA 


GGT 


TTC 


TTT 


CTA 


AGA 


GAA 


AAC 


GAG 


TGT 


TGT 


AGT 


AAC 


TGT 


AAG 


AAA 


AGC 


CTG 


GAG 


TGC 


ACG 


AAG 


CTA 


CCC 


CAG 


ATT GAG AAT 
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3. DNA according to claim 2, coding for secretable TNF 
binding protein, wherein R 2 represents DNA which codes 
entirely or partly for a sTgnal sequence. 

4. DNA according to clarta 2, characterized in that R 2 
has the formula CTG-GJC CCT CAC CtA GGG GAC AGG GAG AAG AGA. 



25 



30 



35 



5. DNA 
represents R 3 



wherein R 3 represents 



laracterized in that R 2 
CT CAC CTA GgVgAC AGG GAG AAG AGA, 
coding for a srgnal peptide. 



iccording_\to claim 3, 
CTG GTC 



6. DNA aVord^g to claim 5, characterized in that R 3 
represents 

ATG GGC CTC TCC ACC GTG CCT GAC CTG CTG CTGv. CCA CTG GTG 
CTC CTG GAG CTG TTG GTG GGA ATA TAC CCC TCA MaGG GTT ATT 
GGA. 

7. A nucleic acid which hybridizes with the DNANdefined 
in claim 1 or 2 under conditions of low stringency and\which 
codes for a polypeptide having the ability to bind TNF. 



40 
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\ 8. A recombinant DNA molecule, characterized in that it 
contains the DNA sequence defined in claim 1, or a degenerate 
variant or a fragment thereof. 

9. recombinant DNA molecule, which is repli cable in 
prokaryotic\ or eukaryotic host organisms, wherein said DNA 
molecule contains expression control sequences functionally 
linked to the DNA sequence defined in claim 2, or a degenerate 
variant or a fragment thereof. 

10. The recombinant DNA molecule according to claim 9, 
which is repli cable irk mammalian cells. 

11. A recombinant DNA molecule designated pADTNF-BP. 

12. A recombinant DNA molecule designated pADBTNF-BP. 

13. A *>e^omb>nant DNA\ mol ecul e, replicable in 
prokaryoti</or eukaryotic host Wganisms, characterized in 
that it/codes for al TNF binding protein or functional 
derivat/ve of the TNF binding proteiV wherein said functional 
derivative binds TNF. /V \ 

14\ The recombinant DNA molecule according to claim 13, 
repli cabyle in mammalian cells. \ 

15. The recombinant DNA molecule according to claim 14 
designated pADTNF-R. \ 

16. The recombinant DNA molecule according \o claim 14 
designated pADBTNF-R. \ 

17. A host cell transformed the recombinaHt DNA 
molecule of claim 8 or 9. . \ 
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$8*- A host cell transformed with the recombinant DNA 
molequldM^f~>claim 13. 



19. A substantially pure recombinant polypeptide coded 
by the DNA of^laiA 1. 



20. The substantially pure polypeptide according to 
claim 19, characterized in that it is the TNF receptor of 
formula \ 



met gly leu ser thr\val pro asp leu leu leu pro leu val 
leu leu glu leu leu Val gly He tyr pro ser gly val ile 
gly leu val pro his r\eu gly asp arg glu lys arg asp ser 
val cys pro gin gly lvs tyr ile his pro gin asn asn ser 
ile cys cys thr lys cy\ his lys gly thr tyr leu tyr asn 
asp cys pro gly pro glAgln asp thr asp cys arg glu cys 
glu ser gly ser phe thr\ala ser glu asn his leu arg his 
cys leu ser cys ser lys^Jcys arg lys glu met gly gin val 
glu ile ser ser cys thr MEtf asp arg asp thr val cys gly 
cys arg lys asn gin tyr-aVg his tyr trp ser glu asn leu 
phe gin cys phe asn cys seY leu cys leu asn gly thr val 
his leu ser cys gin glu lyk gin asn thr val cys thr cys 
his ala gly phe phe leu argXglu asn glu cys val ser cys 
ser asn cys lys lys ser leuYjlu cys thr lys leu cys leu 
pro gin ile glu asn val lys gly thr glu asp ser gly thr 
thr val leu leu pro leu val i\e phe phe gly leu cys leu 
leu ser leu leu phe ile gly l&i met tyr arg tyr gin arg 
trp lys ser lys leu tyr ser ilk val cys gly lys ser thr 
pro glu lys glu gly glu leu glu\gly thr thr thr lys pro 
leu ala pro asn pro ser phe ser\pro thr pro gly phe thr 
pro thr leu gly phe ser pro val V>ro ser ser thr phe thr 
ser ser ser thr tyr thr pro gly isp cys pro asn phe ala 
ala pro arg arg glu val ala pro pVo tyr gin gly ala asp 
pro ile leu ala thr ala leu ala ser asp pro ile pro asn 
pro leu gin lys trp glu asp ser alta his lys pro gin ser 
leu asp thr asp asp pro ala thr lea tyr ala val val glu 
asn val pro pro leu arg trp lys gliAphe val arg arg leu 
gly leu ser asp his glu ile asp arg\leu glu leu gin asn 
gly arg cys leu arg glu ala gin tyr teer met leu ala thr 
trp arg arg arg thr pro arg arg glu Via thr leu glu leu 
leu gly arg val leu arg asp met asp Veu leu gly cys leu 
glu asp ile glu glu ala leu cys gly pVo ala ala leu pro 
pro ala pro ser leu leu arg \ 

or a fragment thereof which binds to TNF. I 
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21. The substantially pure polypeptide according to 
claim 19, characterized^ that it is TNF binding protein of 
the formula 



asp ser 
asn ser 
tyr asn 
glu cys 
arg his 
gin val 
cys gly 
ser glu 
asn gly 
val cys 
cys val 
lys leu 



cys 
cys 
cys 
ser 
leu 
ile 



val 
ile 
asp 
glu 
cys 
glu 
cys arg 
asn leu 
thr val 
thr cys 
ser cys 
cys leu 



pro cNn gly 
cys tnr lys 
pro glyvpro 
gly serM)he 
ser cysN 
ser ser 
lys asn 
phe g v 
his leu 
his ala gl 
ser asn cys 
pro gin ile < 



lys tyr 
cys his 
gly gin 
thr ala 
lys cys 
thr val 
rr arg h 
phe asn 
cys gin 
phe phe 
lys lys 
lu asn 



ile his pro 
lys gly thr 
asp thr asp 
ser glu asn 
arg lys glu 
asp arg asp 
is tyr trp 
cys ser leu 
glu lys gin 
leu arg glu 
ser leu glu 



gin asn 
tyr leu 
cys arg 
his leu 
met gly 
thr val 

cys leu 
asn thr 
asn glu 
cys thr 



or a functional derivative or fragment thereof having the 
ability to bind TNF. 



A process for preparing a recombinant TNF receptor 
protein, coitrpjnsing cultivating the host cell of claim 17 and 
isolating the expressed recombinant TNF receptor protein. 



23. A proces^-for ><eparing a recombinant TNF receptor 
protein, or a fvTnctiorfal dertv^tive thereof which is capable 
of binding to TMF, conAyii n 9 cuUtv^ting the host organism of 
claim 18 and isofa^tng the expressed pr&i^in. 



24. A pharmaceutical ^mpositi 
receptor protein, 



or 



on 



comprising a 



TNF ^ 



a fun^SM^nal .derivative or fragment 
thereof, and a pharmaceutical/y acceptable carrier. 



2S>^ftmethod for ameliorating the harmful effects of 
TNF in an a^rfi&H^comprising administering to an animal in 
need of such/treMment*^ effective amount of a 

TNF receptoA polypeptide, or^Ecagment thereof which binds to 
TNF. 



# 
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26r^A-method for the detection of TNF in a biological 
sample, comprisj5| : ^oiiJacting said sample with an effective 
amount of a^TNF )re\eptor^w4o(5eptide, or fragment thereof 
which bindi to/TNr> — and detecting^ whether a complex is 
formed. 




